Objectives: To evaluate whether the systemic inflammation score (SIS) could predict postoperative outcomes for patients undergoing video-assisted thoracoscopic surgery (VATS) lobectomy for early-stage non-small-cell lung cancer (NSCLC). Methods: This retrospective study was conducted on the prospectively maintained database in our institution between January 2016 and December 2017. Preoperative SIS comprising serum albumin (sALB) and lymphocyte-to-monocyte ratio (LMR) was graded into 0, 1 and 2, and then utilized to distinguish patients at high surgical risks. Multivariable logisticregression analysis was conducted to determine independent risk factors for postoperative outcomes.
Introduction Rationale
Non-small-cell lung cancer (NSCLC) is the leading cause of malignancy-related deaths worldwide. 1 Radical surgery is generally regarded as the optimal therapeutic option for early-stage NSCLCs. Since the 1990s, single-lobectomy via video-assisted thoracoscopic surgery (VATS) has been popularized in the modern surgical modality, offering more advantages than traditional thoracotomy in terms of cosmetic wounds, operative stress control, preservation of pulmonary function and prolonged survival time. [2] [3] [4] However, despite advances in surgical techniques, anesthetic techniques and perioperative care, the overall morbidity rate still reaches at 26.2-36.3% after VATS lobectomy. [3] [4] [5] A better understanding of possible predisposing factors will be extremely crucial to assist thoracic surgeons to prevent morbidity risks. Current evidence recognizes that a systemic inflammatory response, which is featured by changes in peripheral hematological indicators and alterations in levels of inflammation-linked proteins, frequently accompany with cancer patients, especially in advanced cases, and plays a vital role in carcinomatous pathogenesis and progression. [6] [7] [8] Systemic inflammation indicated by a range of circulating hematological and biochemical markers, such as the elevated neutrophil-to-lymphocyte ratio (NLR), platelet-to-lymphocyte ratio (PLR) and lymphocyte-to-monocyte ratio (LMR), and the decreased hemoglobin and serum albumin (sALB) levels, has been reported to predict unfavorable cancer prognosis. [6] [7] [8] These biomarkers can provide readily available and objective information to help oncologists to evaluate patient outcomes since they are easily obtained with a low healthcare cost in routine clinical practice. 7 Recently, a novel scoring system comprising the ordinal variables of LMR and sALB, termed systemic inflammation score (SIS), was firstly developed among clear-cell renal cell carcinoma (ccRCC) patients, showing a great efficacy for prognostic prediction. Preoperative SIS was then reported to serve as a potent prognostic factor for patients undergoing gastric, colorectal and hepatic surgery. [7] [8] [9] [10] However, until recently, there has been no study addressing on the clinical significance of SIS for either short-term or long-term outcomes after lung cancer surgery.
Objectives
The purpose of our study was to elucidate the predictive roles of preoperative SIS for morbidity and mortality risks following VATS lobectomy for early-stage NSCLC.
Materials and methods

Ethics approval and consent to participate
This present study was approved by the regional ethics committee of Sichuan University West China Hospital (ID: 2016-255). We declared that all relevant procedures were in compliance with the Helsinki Declaration. All enrolled patients signed the written informed consent forms, including the use of participant medical characteristics and files for research in this manuscript.
Study design and protocol
This single-center retrospective study was conducted on the prospectively maintained dataset in our institution. We wrote it in compliance with the Strengthening the Reporting of Observational Studies in Epidemiology (STROBE) statement. 11 
Patient selection Settings
We retrospectively reviewed clinical data of consecutive patients undergoing VATS lobectomy for early-stage NSCLCs at our unit between January 2016 and December 2017. Patient characteristics could be extracted from our medical records.
Inclusion and exclusion criteria
On the basis of existing studies reporting the SIS, we established the following eligibility criteria to determine the appropriateness of patients included: [7] [8] [9] [10] (i) The target diseases were primary TNM-stage I-II NSCLCs. Patients with any concomitant or previous malignancy were not included; (ii) Only standardized single-lobectomy with systematic mediastinal lymph node dissection operated by a completely VATS procedure would be included. Any extended or sleeve resection was not considered; (iii) Patients who received neoadjuvant or adjuvant chemotherapy were not considered, in order to avoid potential confounding influence from perioperative anti-cancer therapy, which might complicate the actual significance of the SIS; (iv) Patients who experienced major intraoperative events, resulting in unexpected conversion to thoracotomy, were excluded due to their confounding influence on postoperative outcomes when evaluating the significance of the SIS; (v) The laboratorial indexes must be obtained within 5 days before surgery. Patients with loss of accurate laboratorial records were not included; (vi) Patients must finish the entire clinical pathways according to our institutional policies during the hospitalization;
Outcome data, measures and definitions
Patient characteristics
Baseline information included the age, gender, body mass index (BMI), FEV 1 , FEV 1 to FVC ratio (FEV 1 /FVC) and smoking history. Preoperative comorbidities included the respiratory comorbidities, cardio-cerebrovascular comorbidities, diabetes mellitus, renal insufficiency and steroid use. Respiratory comorbidity was defined as the existence of one or more respiratory diseases, including the chronic obstructive pulmonary disease, emphysema, lung bullae, asthma, tuberculosis, pneumonia (including the bacterial/ viral/fungal respiratory tract infections, obstructive pneumonia and aspiration pneumonia), bronchiectasis, lung abscess and interstitial lung diseases (including the idiopathic interstitial pneumonia, idiopathic pulmonary fibrosis, eosinophilic pneumonia and Langerhans cell histiocytosis). Cardio-cerebrovascular comorbidity was comprised of the hypertension, coronary heart diseases, peripheral arterial diseases, stroke, aortic aneurysm and chronic heart failure.
Laboratorial markers
The amounts of neutrophils, lymphocytes, monocytes and platelets, and the levels of hemoglobin and sALB were gathered from preoperative blood sampling to extrapolate the NLR, PLR and LMR.
Establishment and modification of SIS
The SIS was formulated by dichotomous variables of sALB and LMR. The lower range of normal measurement at 40 g/L was applied to dichotomize the sALB level according to its clinical meaning to define the "hypoalbuminemia". As for the LMR dichotomization, the original SIS, which was first proposed based on the survival data of 441 ccRCC patients, utilized a median value at 4.44 as the cutoff since no international consensus had been recommended on the reference values for LMR. Accordingly, in this study, we chose the median LMR value of our NSCLC cohort and sALB at 40 g/L as the dichotomized cutoffs to modify the original SIS scoring criteria.
Therefore, the modified SIS system was as follows: patients with both sALB ≥40 g/L and LMR ≥ the median value of our cohort were assigned a score of 0; patients with either sALB <40 g/L or LMR < the median value of our cohort were assigned a score of 1; patients with both sALB <40 g/L and LMR < the median value of our cohort were assigned a score of 2.
Operative notes
Estimated intraoperative parameters included the tumor location, dense pleural adhesion, pulmonary fissure completeness, estimated intraoperative blood loss (EIBL) and operation time.
Pathological factors
The following three pathological variables were assessed: histological subtypes, tumor invasion (T-stage) and lymph node metastasis (LNM), all of which were defined according to the Union for International Cancer Control Seventh Edition.
Outcomes of interest
Our outcome of interest was any Clavien-Dindo grade ≥II complication developed within 30 days after surgery, which was judged in compliance with the Society of Thoracic Surgeons and the European Society of Thoracic Surgeons joint definitions. 12, 13 In-hospital mortality was defined as any death during the hospitalization. All Clavien-Dindo grade II complications only requiring pharmacological intervention were categorized as the minor morbidity, including the prolonged air leak (PAL) (>5 days) requiring suction drainage only, pneumonia (fever >38°C, purulent sputum, abnormal findings on radiography) requiring antibacterial drugs, mild-atelectasis, subcutaneous emphysema requiring suction drainage only, mild-pneumothorax, pleural effusion requiring suction drainage only, hemoptysis, sinus irregularity and atrial arrhythmia requiring medical care, gastrointestinal discomforts and wound infection requiring antibacterial drugs.
We categorized all Clavien-Dindo grade ≥III complications requiring endoscopy, surgical intervention or life support as the major morbidity, including the PAL requiring pleurodesis or re-operation, severe-atelectasis requiring endoscopic intervention, severe subcutaneous emphysema and pneumothorax requiring re-operation, pulmonary artery embolism, acute respiratory distress syndrome (ARDS), chylothorax, bronchial fistula, ventricular arrhythmia, myocardial infarction and urinary tract retention requiring catheterization.
Grouping criteria
In our series, we adopted the same grouping criteria that had been validated in previous studies estimating the prognostic significance of the SIS. [7] [8] [9] [10] We divided the patients into 3 groups based on their preoperative SIS for initial risk stratification. Then, we compared the baseline characteristics and postoperative outcomes between patients who were stratified into 3 degrees of systemic inflammation indicated by the SIS of 0, 1 and 2. With respect to potential predictors for postoperative morbidity, we further explored the demographic differences in clinicopathological variables between patients with and without any complication in the univariable analysis.
Surgical procedure and perioperative care
Our VATS lobectomy was operated through a 3-portal access, using a modified "hilum-first-fissure-last" thoracoscopic technique known as "single-direction lobectomy". 3 Mechanical staplers were implemented in all patients to divide the incomplete inter-lobar fissures and close the bronchial stumps. All of our patients were routinely managed in compliance with a standardized clinical pathway, including the pulmonary physiotherapy, antibiotic prophylaxis, respiratory drug intervention, breath training, venous thromboembolism prophylaxis, and surgical pain control, which had been described in our previous studies. 3, 14 One chest tube was placed on the suction device (−10-20 cm H 2 O) at the end of operation, and then either removed or converted to water seal according to our institutional policies after chest radiography done on postoperative day 1. Chest tube removal would be allowed with a 24 hr pleural drainage <200 mL and air leak cessation detected from the chest drainage system.
Statistical analysis
We 
Results
Basic information and outcomes Patient characteristics
During the study period, there were 1,025 patients undergoing VATS lobectomy for primary early-stage NSCLCs included. Patient characteristics are presented in Table 1 . Our cohort consists of 530 male (ratio =51.7%) and 495 female (ratio =48.3%) patients, with a median age of 62 years (25th-75th percentile-interval =57-67 years) and median BMI of 23. , and 380 patients were active smokers (ratio =37.1%). There were 665 patients suffered from one or more underlying comorbidities (ratio =64.9%). Lung adenocarcinoma was diagnosed in 822 patients (ratio =80.2%), followed by squamous cell carcinoma in 181 patients (ratio =17.7%) and other subtypes in 22 patients (ratio =2.1%). LNM was found in 59 patients postoperatively by the pathological criteria (ratio =5.8%).
SIS evaluation
The median sALB and LMR of our cohort were 43.1 g/L (25th-75th percentile-interval =40.7-45.4 g/L) and 4.42 (25th-75th percentile-interval =3.30-5.48), respectively. Therefore, the sALB at 40 g/L and the median LMR at 4.42 were adopted to formulate our modified SIS. Accordingly, there were 470 patients got a SIS=0 (ratio =45.9%), 413 patients got a SIS=1 (ratio =40.3%) and 142 patients got a SIS=2 (ratio =13.9%), respectively.
Outcomes
There were 319 patients experienced Clavien-Dindo grade ≥II complications postoperatively, with an overall morbidity rate of 31.1%. The minor morbidity and major morbidity rate of the entire cohort was 27.7% (n=284) and 14.8% (n=152), respectively. There were 3 deaths during the hospitalization, with an in-hospital mortality rate of 0.3%. One patient died of sudden ventricular fibrillation, and another 2 patients dead of ARDS and pulmonary artery embolism. The incidences of individual complications are presented in Table 2 .
Preoperative SIS and patient characteristics Table 1 shows the association between preoperative SIS and baseline characteristics. We found the significantly increased age, NLR, PLR and operation time but the decreased FEV 1 % and FEV 1 /FVC with each 1 point increase of SIS. When compared to patients with SIS=0, both patients with SIS=1 and with SIS=2 had significantly higher ratios of males, smoking history, respiratory and cardio-cerebrovascular comorbidities and T 2-3 -stage tumors. In addition, patients with SIS=2 had a larger volume of EIBL and higher ratios of poorly developed fissure, LNM and non-adenocarcinoma subtypes. No difference was found in the other clinicopathological variables between these 3 groups.
Preoperative SIS and surgical outcomes Morbidity and mortality
The overall morbidity rate in patients with SIS=0, SIS=1 and SIS=2 was 26.4% (n=124), 30.3% (n=125) and 49.3% (n=70), respectively ( Figure 1 ; Table 2 ). The overall morbidity rate in patients with SIS=2 was significantly higher than that in patients with SIS ranged 0-1 (P<0.001). No difference was found in overall morbidity rate between patients with SIS=1 and with SIS=0 (P=0.20). Of the 3 dead cases, one got an SIS=0 and another two got an SIS=1. No difference was found in the mortality rate between these 3 groups.
The data for minor and major morbidities between 3 SIS groups are shown in Table 2 . Both minor morbidity and major morbidity rates in patients with SIS=2 were significantly higher than those in patients with SIS ranged 0-1 (P<0.001). However, no difference was observed in either minor morbidity (P=0.34) or major morbidity (P=0.12) between patients with SIS=0 and with SIS=1.
Individual complications
Demographic data for individual complications are summarized in Table 2 . Among five most frequent complications, there was a significant step-wise increase in the incidences of PAL and pneumonia in proportion to the SIS, as shown in Figure 2 . Patients with SIS=2 had the highest probability to experience most of individual complications. 
ROC analysis of the SIS for morbidity prediction
The ROC analysis of our modified SIS showed an AUC of 0.58 (95% CI=0.54-0.62; P<0.001) for predicting overall morbidity. Moreover, the Chang's original SIS got an approximately equal AUC of 0.57 (95% CI=0.54-0.61; P<0.001). With regard to the prediction of overall morbidity, sALB at 40 g/L had 84% sensitivity and 26% specificity, LMR at 4.42 had 54% sensitivity and 58% specificity, and LMR at 4.44 had 53% sensitivity and 58% specificity. Finally, SIS=2 was found to be the threshold value at which the sensitivity (22.0%) plus specificity (90.0%) were maximal.
Univariable analysis of predictors for postoperative complications
The morbidity group patients had significantly higher age (P<0.001), NLR (P=0.007), PLR (P=0.014), EIBL (P<0.001) and operation time (P<0.001) but lower FEV 1 % (P<0.001) and FEV 1 /FVC (P<0.001) than those of nonmorbidity group patients. Compared to patients without any complication, patients who experienced complications had significantly higher ratios of males (P<0.001), SIS=2 (P<0.001), smoking history (P<0.001), respiratory comorbidity (P<0.001), cardio-cerebrovascular comorbidity (P=0.002), incomplete pulmonary fissure (P<0.001), dense pleural adhesion (P=0.017), LNM (P<0.001) and T 2-3 -stage tumors (P=0.001). No significant difference was found in the other clinicopathological variables between patients with and without any morbidity (Table 3 ).
Multivariable analysis of predictors for postoperative complications
Multivariable logistic-regression analysis was conducted on clinicopathological parameters with univariable P<0.20 regarding to postoperative morbidity, as shown in Table 4 . Figure 3 ).
In addition, we also established two effective multivariable logistic-regression models to demonstrate independent risk factors for minor morbidity and major morbidity, respectively (see Tables S1-S2 ). Accordingly, we found that the SIS=2 could be predictive of both minor morbidity (OR=1.79; 95% CI=1.15-2.80; P=0.011) and major morbidity (OR=1.87; 95% CI=1.09-3.20; P=0.023) after adjusting the confounding influence from other clinicopathological factors.
Discussion
Key results and interpretations
The SIS is established on 3 laboratorial biomarkers, namely sALB level, lymphocyte and monocyte counts, which can be easily and inexpensively measured in routine clinical practice. This scoring system is characterized by a simple and effective integration of the clinically meaningful cutoffs for both sALB and LMR, reflecting a balance between host inflammatory and nutritional conditions. 9 Since its first introduction onto oncological prognosis prediction, the SIS, as a novel risk stratification model, has been validated in a variety of surgical specialties. Median neutrophil-to-lymphocyte ratio was found to be predictive of poor 5-year OS after hepatic surgery. The most recent study conducted by Sato et al 9 firstly evaluated the effects of preoperative SIS on postoperative complications in 187 patients undergoing gastric cancer surgery. The authors finally concluded that the SIS could also act as an effective risk assessment tool for short-term outcomes. However, until recently, the efficacy of the SIS has never been evaluated in lung cancer surgery. To the best of our knowledge, the present study was the first to demonstrate the clinical significance of the SIS scoring system for postoperative outcomes in a large cohort consisting of >1,000 NSCLC patients who had undergone VATS lobectomy. In our NSCLC series, we modified the Chang's original SIS scoring criteria by applying preoperative sALB at 40 g/L and median LMR at 4.42 for dichotomization and integration. This modified SIS could not only reflect patient pro-inflammatory and undernourished conditions but also correspond to the clinical practice of VATS lobectomy in our department.
On the basis of grouping and analytical methods that had been validated in currently available studies, we divided all included patients into 3 groups according to their SISs and then compared the clinical data between these groups. [7] [8] [9] [10] Patients with SIS=2, who were considered to suffer from hypoalbuminemia, lymphocytopenia and monocytosis, had the worst baseline characteristics, including the advanced age, more active smokers, severe cardiopulmonary comorbidities and impaired lung function. That might be attributed to a significantly increased risk of systemic inflammatory response in the patients with insufficient immuno-nutritional reverse, especially in elderly people and those who were debilitated by chronic underlying comorbidities. This phenomenon showed a good validity of the SIS to reflect patients' immunenutritional status before surgery. Furthermore, the highest ratios of T 2-3 -stage tumors and LNM in the patients with SIS=2 might also support a strong relationship between suppression of immuno-nutritional characteristics and aggressive oncological progression. The highlight of our study was to demonstrate that the SIS scoring system could serve as a novel risk stratification tool for patients undergoing VATS lobectomy. Patients with a preoperative SIS=2, which reflect the worst immune-nutritional status, had the highest probability to experience both minor and major morbidities postoperatively. No significant difference was found in the morbidity rates between patients with SIS=0 and with SIS=1. We also found a significant step-wise increase in the prevalence of PAL and pneumonia in proportion to the SIS, which was similar to previous results reported in gastrectomy. 9 However, no association was thus observed between preoperative SIS and in-mortality rate. We speculated that a limited number of events, only 3 deaths among >1,000 patients, might cause a large decline of analytical power. Finally, our multivariable logistic-regression analyses highlighted that a higher preoperative SIS could be an excellent discriminator for morbidity risks after VATS lobectomy. As an integrated indicator based on sALB and LMR, the biological reasons underlying the potent predictive value of preoperative SIS may be elucidated by a combination of the following two plausible mechanisms. First, lymphocytes can assist to enhance cancer immune-surveillance and inhibit tumor growth by secreting a series of cytokines that participate in the cellular immunity. A large decline of circulating lymphocyte counts can lead to a weak and insufficient immune response to oncological progression. 6, 7, 9 Furthermore, recent evidence demonstrates that monocytes can be recruited in carcinomatous tissues and further differentiate into tumor-associated macrophages, which play a key role in the tumor microenvironment, cancer cell proliferation and encouraging metastasis. 15 Thus, an elevated level of circulating monocytes may represent the increase of tumor-associated macrophages as a surrogate for high cancer burden. Given the above concerns, a significant decline of LMR conveying both monocytosis and lymphocytopenia plays a strong predictive role for adverse outcomes. 7 Second, sALB is known as a negative acute-phase protein and routinely employed to reflect patient nutritional status. Hypoalbuminemia represents not only an undernourished condition but also a sustained systemic inflammatory response as the synthesis of sALB could be suppressed by malnutrition and inflammation. 16 Preoperative malnutrition has shown evident effects in terms of tissue vulnerability, delayed wound healing and increased susceptibility to infectious complications. 9 Besides, the excessive protein catabolism induced by surgery can further impair global immune-nutritional function and physiological homeostasis. Thus, patients with a lower sALB level are less likely to have an adequate response to operative stress because of their compromised ability to withstand an acute injury, resulting in a dramatically increased risk of adverse events.
Generalizability
Our findings can facilitate thoracic surgeons to better distinguish the patients with high surgical risk by incorporating a preoperative SIS into traditional assessment models to complement morbidity prediction in VATS lobectomy. Of course, the SIS system might also be very helpful for risk stratification in octogenarians and patients undergoing major lung resections through conventional thoracotomy. In order to enhance the surgical tolerability and limit the adverse effects induced by major morbidities, nutritional supportive care and intensive symptomatic therapies will be quite necessary when patients have a higher preoperative SIS. An early enteral alimentation, which has been reported to elevate the sALB level and lymphocyte counts, may improve postoperative outcomes of patients with poor immune-nutritional reserve. 9 
Limitations
Several limitations in this study must be acknowledged. First, our study was subject to the inherent limitations of any single-center retrospective analysis without external validation. Potential selection bias might complicate our findings, although our cohort included >1,000 patients in accordance with fairly strict eligibility criteria, which had been made to eliminate potential confounding influence from neoadjuvant/adjuvant therapy, concomitant malignancy, additional surgical procedures, intraoperative events and blood sampling time before surgery. We recommend that more prospective validating studies with much better control of potential confounders from patient characteristics are needed to verify the SIS efficacy in lung cancer surgery.
Second, putative inflammatory indicators such as the C-reactive protein, fibrinogen and cytokines, were not gathered in the present analysis because they might not be routinely measured in our institutional clinical practice. Several common risk scales involving these biomarkers could not be estimated to help to interpret our findings. Therefore, further studies are highly desirable to estimate the clinical significance of SIS in combination with such specific laboratory markers.
Third, we utilized the median LMR of the entire NSCLC series to modify the Chang's original SIS scoring criteria since no international consensus had been recommended on the reference values for LMR. The dichotomized cutoffs of LMR varied across studies.
Fourth, some of pulmonary diffusion function indexes, such as the carbon monoxide diffusing capacity, had unfortunately missed from our database maintained during the study period. So these parameters were not evaluated in all included patients.
Fifth, overall morbidity included various types of individual complications. Predictive roles of preoperative SIS for each complication remained unclear. Thus, the relationship between the SIS and individual complications should be clarified in the future studies.
Finally, the potential influence of the SIS scoring system on long-term survival of surgical patients with NSCLC still remains unclear in this study since a 5-year follow-up for all included patients was not completed. Maybe we will further validate the prognostic value of SIS for both OS and disease-free survival in patients undergoing lung cancer surgery in the future.
Conclusions
The present study demonstrates that a higher preoperative SIS acts as an excellent discriminator for morbidity risks following VATS lobectomy for NSCLC. The SIS scoring system can be employed as a simplified, effective and routinely operated risk stratification tool to provide readily available and objective information for morbidity prediction. Owing to several inherent limitations of the retrospective design, more large-scale prospective validating analyses with a long-term follow-up are warranted to substantiate and validate our findings in the future. The multivariable logistic-regression model was established based on 152 patients with major morbidity and 706 patients without any morbidity to identify the risk factors for major morbidity. The data for minor morbidity (Clavien-Dindo Grade II complications) were excluded. This multivariable logistic-regression model got a Hosmer-Lemeshow P=0.10 and a C-statistic of 0.82 (95% CI: 0.78-0.85; P<0.001). FEV1/FVC, FEV1 to FVC ratio.
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